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This is an appeal from the final rejection, of claims 1-4, 17-20, 32, and 33 in the 
above-identified application. This Brief is accompanied by a check in the amount of $ 1 80.00 
to cover the fee required under 37 C.F.R. §41 .20(b)(2), which amount represents the 

difference between the $500 fee under 37 C.F.R. §4li.20(b)(2) and the $320 fee previously 

i 

paid by Applicants for filing of an Appeal Brief in a prior appeal in this case, in which 
prosecution was reopened before the appeal went to the Board. Please charge any additional 
fees concerning this matter or credit any overpayment to our Deposit Account No. 15-0508. 

1, Real Party in Interest . 

This application is assigned to The Scripps Research Institute, licensed to 
Merck KGaA, Darmstadt, Germany, and sublicensed to Targegen, Inc. 



2, Related Appeals and Interferences . 

A Notice of Appeal was filed in this case on April 2, 2003. Prosecution was 
reopened by the Examiner after Applicants filed their Appeal Brief. A Notice of Appeal was 
also filed on February 9, 2005 in this case; however, prosecution was reopened when 
Applicants filed an RCE. Related U.S. Serial No. 10/298,377, which claims priority from the 
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present application, is also on appeal. To date, no decision from the Board has been received 
in that appeal. A Notice of Appeal was also filed on September 5, 2002 in related Serial No. 
09/470,881 (now US 6,685,938) from which the present application claims priority. 
Prosecution was reopened upon filing of an RCE and an amendment in response to the final 
Office Action. The amended claims issued in that case. 

3, Status of AH Claims. 

Claims 1-4, 17-20, 32, and 33 are under appeal. The claims are presented in 
Appendix A hereto. Claims 1 and 17 are independent claims. Claims 5-16 and 21-31 have 
been cancelled. 

4, Status of All Amendments Filed Subsequent to Final Rejection. 

No claim amendments were filed subsequent to final rejection. 

5, Concise Summary of the Invention. 

The present invention provides methods and articles of manufacture suitable 
for inhibiting vascular permeability increases in diseased, inflamed or traumatized tissue. 
Tissue damage related to associated vascular leakage and edema is ameliorated. Vascular 
permeability is often associated with increased levels of vascular endothelial growth factor 
(VEGF) in a tissue, and can lead to swelling of and damage to the affected tissue. VEGF is 
a regulator of both vascular permeability (i.e., the degree of plasma fluid leakage through 
the blood vessel wall) and of blood vessel formation (i.e., angiogenesis). Surprisingly, the 
methods and articles of manufacture of the present invention selectively inhibit VEGF- 
induced vascular permeability without adversely affecting other VEGF-induced responses 
that can be beneficial to recovery from injury, such as angiogenesis. 

Claims 1 and 17 are independent claims. Claims 2-4 and 33 depend either 
directly or indirectly on claim 1. Claims 18-20 and 32 depend either directly or indirectly on 
claim 17. 

Claim 1 is directed to a method for ameliorating tissue damage related to 
vascular leakage or edema (pg. 4, lines 17-18; pg. 12, line 14 through pg. 13, line 23) 
comprising contacting the tissue with a vascular permeability modulating amount (pg. 4, lines 
18-20; pg. 35, line 27 through pg. 36, line 21 ) of a pharmaceutical composition comprising a 
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human c-Src tyrosine kinase inhibitor (pg. 16, lines 4-5; Figs. 3 and 4; pg. 61, lines 1 1-19; pg. 
62, lines 1-21). 

Claim 2 is dependent on claim 1 and specifies that the human c-Src tyrosine 
kinase inhibitor is a chemical inhibitor (pg. 5, line 21-25). 

Claim 3 is dependent on claim 2 and specifies that the chemical inhibitor is 
selected from the group consisting of pyrazolopyrimidine PP1, pyrazolopyrimidine PP2, 
PD173955, PD162531, Radicol R2146 and Geldanamycin (pg. 5, lines 21-25; pg. 33, lines 
14-16). 

Claim 4 is dependent on claim 3 and specifies that the inhibitor is 
pyrazolopyrimidine PP1 (pg. 5, line 22-23; pg. 33, lines 17-19; pg. 61, lines 1 1-19; pg. 62, 
lines 1-21). 

Claim 33 is dependent on claim 3 and specifies that the inhibitor is 
pyrazolopyrimidine PP2 (pg. 5, lines 22-23; pg. 33, lines 19-23). 

Claim 17 is directed to an article of manufacture comprising packaging material 
(pg. 7, lines 12-13; pg. 47, lines 2-20) and a pharmaceutical composition contained within 
said packaging material (pg. 7, lines 13-14), wherein said pharmaceutical composition is 
capable of modulating vascular permeability increase in a tissue suffering from a disease 
condition (pg. 7, lines 14-17), wherein said packaging material comprises a label, which 
indicates that said pharmaceutical composition can be used for treatment of vascular leakage 
or edema associated disease conditions (pg. 7, lines 17-20; pg. 47, lines 2-7), and wherein said 
pharmaceutical composition comprises a human c-Src tyrosine kinase inhibitor (pg. 16, lines 
4-5; Figs. 3 and 4) and a pharmaceutically acceptable carrier therefor (pg. 4, lines 20-21). 

Claim 18 is dependent on claim 17 and specifies that the human c-Src tyrosine 
kinase inhibitor is a chemical inhibitor (pg. 5, lines 21-22; pg. 46, lines 23-25). 

Claim 19 is dependent on claim 18 and specifies that the human c-Src tyrosine 
kinase inhibitor is selected from the group consisting of pyrazolopyrimidine PP1, 
pyrazolopyrimidine PP2, PD173955, PD162531, Radicol R2146 and Geldanamycin (pg. 5, 
lines 21-24; pg. 33, lines 14-16; pg. 46, lines 23-25). 

Claim 20 is dependent on claim 18 and specifies that the human c-Src tyrosine 
kinase inhibitor is pyrazolopyrimidine PP1 (pg. 5, lines 22-23; pg. 33, lines 17-19). 

Claim 32 is dependent on claim 18 and specifies that the human c-Src tyrosine 
kinase inhibitor is pyrazolopyrimidine PP2 (pg. 5, lines 22-23; pg. 33, lines 19-23). 
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6. Grounds of Rejection to be Reviewed on Appeal. 

A. Claims 1,2, 17 and 18 stand rejected under 35 U.S.C. 102(e) as being 
anticipated by US 6,001,839 ("the Calderwood Patent"). 

B. Claims 1, 2, 17 and 18 stand rejected under 35 U.S.C. 102(e) as being 
anticipated by US Patent Application No. 2003/0187001 ("the Calderwood Application"). 

C. Claims 1, 2, 17 and 18 stand rejected under 35 U.S.C. 102(e) as being 
anticipated by US Patent Application No. 2002/0156081 ("Hirst et ah"). 

D. Claims 3, 4, 19, 20, 32, and 33 stand rejected under 35 U.S.C. 103(a) as 
being obvious over the Calderwood Patent, the Calderwood Application, and Hirst et al, in 
view of Hanke et al 

7. Ar gument, 

I. Claims 1, 2, 17 and 18 Are Not Anticipated By the Calderwood Patent. 

The rejection of claims 1, 2, 17 and 18 under 35 U.S.C. 102(e) as allegedly 
being anticipated by US 6,001,839 ("Calderwood Patent") is not warranted. "Anticipation 
requires that a single prior art reference describe each and every limitation of a claim either 
explicitly or inherently." Atlas Powder Co. v, IRECO Inc., 51 USPQ2d 1943, 1945-46 (Fed. 
Cir. 1999). "Absence from the reference of any claimed element negates anticipation." Rowe 
v. Dror, 42 USPQ2d 1550, 1553 (Fed. Cir. 1997). The foregoing conditions for anticipation 
are not satisfied in this instance. 

As pointed out in prior responses to Office Actions in this case, the Calderwood 
Patent teaches that certain pyrrolopyrimidine compounds are useful for treating VEGF- 
mediated edema. This patent only generally mentions the Src family of tyrosine kinases along 
with other classes of kinases (i.e., the Syk and Janus families, at col. 12, line 53, through col. 
13, line 9). The present claims are limited to methods and articles of manufacture including 
inhibitors of human c-Src, a specific member of the Src family of tyrosine kinases. The 
portion of the Calderwood Patent that discusses determination of the in vitro potency of the 
pyrrolopyrimidine inhibitors (col. 18, line 28, through col. 19, line 18) teaches an assay for 
Lck (a Src family inhibitor) and Zap (a Syk family inhibitor), but does not teach or suggest 
activity against human c-Src for the disclosed compounds. 

In addition, the Calderwood Patent is not enabling for a method of ameliorating 
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tissue damage related to vascular leakage or edema comprising contacting the tissue with a 
vascular permeability modulating amount of a pharmaceutical composition comprising a 
human c-Src tyrosine kinase inhibitor, as claimed in the present application. The Calderwood 
Patent merely contains a general teaching that the disclosed compounds are tyrosine kinase 
inhibitors, and specifically teaches that certain of the compounds are Lck inhibitors (col. 19, 
lines 12-14), As shown in McMahon et al 9 Current Opin. in Drug Discov & Devel 1(2):131- 
146 (1998), particularly at page 142 under heading "Summary and outlook;" (a copy of which 
is of record), the selectivity of tyrosine kinase inhibitors is highly unpredictable with large 
variability in selectivities and activities depending on the spacial arrangement of substituents. 

The Calderwood Patent states that the pyrrolopyrimidines may be useful in 
treatment of "VEGF mediated edema," but provides no teaching whatsoever that an inhibitor 
of human c-Src would have such utility. For example, no activity data are presented in this 
reference for any of the compounds disclosed, against any tyrosine kinase, much less human c- 
Src. As noted above, there is no teaching or suggestion in the Calderwood Patent that the 
disclosed compounds are inhibitors of human c-Src or that c-Src inhibitors can be used to treat 
edema. Accordingly, this patent would not have enabled one of ordinary skill in the art to 
practice the methods and articles of manufacture claimed in the present application. 

The Examiner refers to Burchat et aL as evidence that the compounds disclosed 
in the Calderwood Patent inherently are inhibitors of human c-Src. This reference has a date 
subsequent to the filing date of the present application, has not been applied against claims 1, 
2, 17 and 18, and furthermore does not support the present rejection. Burchat et al. does not 
teach inhibition of human c-Src, in any event. The abstract of Burchat et al (2000) merely 
states that "Compound 1 is orally active in animal models", but does not mention activity 
against human c-Src. On page 4 of the Office Action the Examiner alleges that the data in 
Table 2 of Burchat et al (2000) shows that the compounds of the Calderwood Patent are Src 
kinase inhibitors. Table 2 includes a column labeled "src" with inhibition data thereunder; 
however, there is no indication in the table, or anywhere else in the reference, as to which 
"src" was allegedly used to obtain this data. 

In fact, there are a number of different "src" kinases, as shown, for example in 
Thomas et al.,Ann. Rev. Cell Dev. Biol, 1997; 13:513-609, which is of record as Exhibit C to 
the Declaration of David A. Cheresh, Ph.D., which was submitted along with the response to 
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the Office Action dated October 2, 2002. A copy of Thomas et al is attached hereto, as 
Evidence Appendix A, for the convenience of the Board. Thomas et al note that there are 
two distinct classes of "src", i.e., viral scr (v-Src) and cellular scr (c-Src) (see page 514, 
second paragraph); v-Src differs from c-Src in structure, as well as activity profile, however. 
For example, Y527 in c-Src is the primary site of tyrosine phosphorylation, in vivo, whereas 
the corresponding tyrosine is missing altogether in v-Src (see Thomas et al, page 519, first 
full paragraph). Y527 is also important for the ability of c-Src to localize to focal adhesions 
(see page 530, second and third full paragraphs). Phosphorylation of Y527 prevents 
association of the enzyme at focal adhesions, whereas v-Src can associate with the focal 
adhesions without any activation (see page 530, third full paragraph.). v-Src also causes 
morphological alterations in focal adhesions in v-Src transformed cells, which is also 
observed in truncated Src (active), and activated mutants of c-Src, but not c-Src, per se (Id). 

In addition, the Burchat et al, reference does not specify the organism from 
which the "src" was obtained. It is known that Src kinases can differ significantly from 
species to species, as well. For example, the amino acid residue sequence of chicken c-Src 
differs significantly from that of human c-Src (see Fig. 2 and Fig. 4 of the present application, 
which show the amino acid residue sequences of chicken and human c-Src, respectively). 

Accordingly, Burchat et al (2000) does not cure the noted deficiencies of the 
Calderwood Patent as a reference against the present claims, since this reference does not 
show that the compounds disclosed in the Calderwood Patent are inhibitors of human c-Src . 

For the reasons stated above, the Calderwood Patent does not anticipate claims 
1,2, 17 or 18. This rejection should be reversed. 

II. Claims 1, 2, 17 and 18 Are Not Anticipated By the Calderwood 

Application. 

The rejection of claims 1, 2, 17 and 18 under 35 U.S.C. 102(e) as allegedly 
being anticipated by US Patent Application No. 2003/0187001 ("Calderwood Application") is 
likewise not warranted. The Office Action indicates that the Calderwood Application, at 
paragraphs 56 and 101, discloses that certain pyrrolopyrimidine compounds are useful for 
treating VEGF mediated edema. The compounds of the Calderwood Application are 
described in a Markush structure, which begins at paragraph 36 and continues through 
paragraph 52. This Markush structure covers thousands (perhaps millions) of diverse 
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compounds. No data whatsoever is provided in this application to show that any of these 
compounds is active as an inhibitor of human c-Src, or of any other src-family kinase, for that 
matter. Nor does this reference teach that inhibitors of human c-Src can be used to treat 
edema. In fact, paragraph 56 merely makes a general statement regarding treatment of edema, 
while paragraph 101 more specifically indicates that compounds which inhibit KDR tyrosine 
kinase are useful for inhibiting vascular permeability and edema. 

The Office Action (i.e., in last paragraph of page 4) states that the 
pyrrolopyrimidine compounds of the Calderwood Application are disclosed as inhibitors of 
"Scr kinases", citing paragraphs 53 and 1 1 1 for support. Paragraph 53 of the Calderwood 
Application only generally mentions the Src family of tyrosine kinases along with other 
classes of kinases (i.e., the Syk, Tec, Csk, Jak, Map, and Nik families); however, there are 
many members of the Src family of kinases. Human c-Src is not mentioned in this list. 
Similarly the laundry list of kinases in paragraph 1 1 1 mentions "Src", but does not indicate 
whether any of the compounds would be inhibitors of c-Src, much less human c-Src. 

The present claims are limited to methods and articles of manufacture including 
inhibitors of human c-Src, which is not mentioned at all in the Calderwood Application. As 
noted above, the selectivity of tyrosine kinase inhibitors is highly unpredictable with large 
variability in selectivities and activities depending on the spacial arrangement of substituents 
(see, for example, McMahon et al). The Burchat et al reference does not remedy this 
deficiency in the Calderwood Application any more than it does the deficiencies of the 
Calderwood Patent. Thus, this reference would not have enabled one of ordinary skill in the 
art to practice the claimed invention with a reasonable expectation of success. 

Accordingly, the Calderwood Application does not anticipate method claims 
1 and 2 and article of manufacture claims 17 and 18, and this ground for rejection also should 
be reversed. 

III. Claims 1, 2, 17 and 18 Are Not Anticipated By Hirst et al 

The rejection of claims 1,2, 17 and 18 under 35 U.S.C. 102(e) as allegedly 
being anticipated by US Patent Application No. 2002/0156081 ("Hirst et al.") is likewise 
traversed. The Hirst et ah reference does not provide an enabling disclosure of the presently 
claimed invention. Treatment of edema is discussed by Hirst et al only generally, in a 
laundry list shown in paragraph 3 15 of this lengthy application. In paragraph 350, Hirst et al 
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state that some of the compounds disclosed therein can be used to treat edema. Of the over 
900 examples of compounds presented in the 425 pages of Hirst et al, there is not a single 
point of inhibition data presented to verify that any of the disclosed compounds are active 
against any tyrosine kinase. Only general allusions to unspecific activity against various 
diverse classes of tyrosine kinases are provided, as in paragraph 311. There is no specific 
teaching in Hirst et al. that an inhibitor of human c-Src can be used to treat vascular leakage 
and edema, as required by all of the present claims. The Examiner asserts, on page 7 of the 
Office Action, that Hirst et al teach that each of the specific compounds disclosed in the 
reference can be used to treat edema. Clear support for this assertion is lacking, however. In 
addition, this reference does not teach or suggest that any of the compounds are inhibitors of 
human c-Src. Burchat et al (2002) does not support the Examiner's contention that the 
compounds disclosed in Hirst et al are inhibitors of human c-Src, for the same reasons as 
discussed above for the Calderwood references. 

Thus, Hirst et al cannot anticipate method claims 1 and 2 and article of 
manufacture claims 17 and 18. This rejection should be reversed, as well. 

IV. Claims 3, 4, 19, 20, 32 and 33 Are Not Obvious Over the Calderwood 
Patent, the Calderwood Application and Hirst et al. in view of Hanke et al 

Claims 3, 4, 19, 20, 32 and 33 stand rejected under 35 U.S.C. § 103(a) as being 
unpatentable over the Calderwood Patent, the Calderwood Application and Hirst et al in view 
of Hanke et al This rejection is unwarranted. 

The test for obviousness is what the combined teachings of the references would 
have suggested to one of ordinary skill tin the art. In re Young, 927 F.2d 588, 18 USPQ2d 
1089 (Fed. Cir. 1991). In order to establish a prima facie case for obviousness, all claim 
limitations must be taught or suggested by the prior art. In re Royka, 1 80 USPQ 580 (CCPA 
1974). Additionally, "All words in a claim must be considered in judging the patentability of 
that claim against the prior art." In re Wilson, 165 USPQ 494, 496 (CCPA 1970). 
Furthermore, there must be a teaching in the references themselves that would have motivated 
one of skill in the art at the time the invention was made to combine the references with a 
reasonable expectation of success. In re Vaeck, 947 F.2d 488, 493, 20 USPQ2d 1438, 1442 
(Fed. Cir. 1991). See also In re Bell 26 USPQ2d 1529, 1531 (Fed. Cir. 1993); and In re Fine, 
5 USPQ2d 1596, 1598 (Fed, Cir. 1988). That is not the case here. The combination of the 
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applied references would not have rendered the present claims obvious to one of ordinary 
skill in the art at the time the claimed invention was made. 

Neither the Calderwood Patent, the Calderwood Application, nor Hirst et al. 
discloses the invention defined by claims 1,2, 17 and 18, as noted above. Moreover, none of 
these references disclose the pyrazolopyrimidine inhibitors PP1 and PP2, which are called for 
by claims 3, 4, 19, 20, 32 and 33. Hanke et al, while disclosing PP1 and PP2, does not 
disclose or suggest treatment of vascular leakage and edema utilizing an inhibitor of human c- 
Src as required by the present claims. Hanke et al. does demonstrate, however, that one 
inhibitor can have a wide variance in activity against different tyrosine kinases (see Table I on 
page 698). Hanke et al. would not have provided any motivation whatsoever to one of 
ordinary skill in the art to use PP1 or PP2 to ameliorate tissue damage due to edema or 
vascular permeability. At most, the teachings of Hanke et al. are but an invitation to 
experiment that does not vitiate patentability. 

The contention that there is a structural similarity between the compounds 
disclosed in the Calderwood Patent and Calderwood Application to PP1 and PP2, and that this 
alleged structural similarity would have motivated one of skill in the art to use PP1 and PP2 to 
treat edema as allegedly described in the Calderwood references and Hirst et al., is without 
merit. The alleged structural similarity between the Calderwood compounds and PP1/PP2 is 
superficial at best. These are clearly different chemical compounds. Pyrazolopyrimidines 
such as PP1 and PP2 are not pyrrolopyrimidines, and vice versa. As is evident from Hanke et 
al. and McMahon et al. discussed above, inhibition of tyrosine kinases is highly 
unpredictable. Small changes in structure can lead to large changes in activity and selectivity. 
The compounds of the Calderwood references are pyrrolopyrimidines, whereas PP1 and PP2 
are pyrazolopyrimidines. The additional nitrogen in PP1 and PP2 relative to the Calderwood 
compounds could have a significant effect on activity and selectivity. In addition, the 
Calderwood compounds have a bulky phenoxy substituent on the phenyl ring, whereas PP1 
and PP2 have relatively small methyl and chloro substituents on the phenyl ring. These 
differences could have significant effects on the binding affinity and selectivity of the 
inhibitors, particularly since the compounds bind to specific binding pockets in the enzymes 
(see McMahon et al, page 135, paragraph bridging column 1 and column 2). Accordingly, 
one of ordinary skill in the art in March 2000 would not have had a reasonable expectation of 
success in using PP1 and PP2 of Hanke et al. to treat edema based on the Calderwood 



Serial No.: 09/538,248 10 

references. Moreover, there is no suggestion in Hanke et al that PP1 and/or PP2 are human c- 
Src inhibitors. 

The alleged structural similarities between PP1 and PP2 to the compounds of 
Hirst et al is also superficial. The hundreds of paragraphs of Markush description in Hirst et 
al are almost incomprehensible with respect to what substituents are present on the 
pyrazolopyrimidine compounds disclosed therein. The structural formulas for the specific 
examples, shown on pages 82-102, 108-1 15, and at various other places within pages 125 
through 388 of Hirst et al provide some insight in this regard, however. All of the alleged 
inhibitor compounds specifically disclosed in this reference have a bulky aryl or heteroaryl 
ring attached to the phenyl substituent of the pyrazolopyrimidine. In contrast, PP1 and PP2 
merely have a relatively small methyl or chloro substituent, respectively, on this phenyl ring. 
Similarly, PP1 and PP2 both have a t-butyl substituent on the nitrogen at the 7-position of the 
pyrazolopyrimidine ring, while the compounds disclosed in Hirst et al have various cyclic 
substituents at this position, such as N-methypiperazinocyclohexyl, N-acyl piperadyl, N-alkyl 
piperadyl, substituted phenyl, piperadyl-substituted alkyl, and the like. Applicants are not 
aware of even a single example in Hirst et a/., which has a t-butyl substituent at the 7-position 
as found in PP1 and PP2. 

The Examiner has relied upon In re Ngai, 70 U.S.P.Q. 1862 in rejecting 
Applicants arguments in support of the patentability of article of manufacture claims 19, 20, 
and 32. In re Ngai is readily distinguishable, however. The prior art in that case already 
taught a kit and the necessary components thereof (e.g., a lOx buffer therefor). That is not the 
situation here. The specific composition containing human c-Src tyrosine kinase inhibitor and 
capable of modulating vascular permeability increase as defined by these claims is not in the 
prior art, neither is a packaged version of that composition as claimed. The new printed 
matter unquestionably conveys new utility, a new feature, to the package, not previously 
known to one of ordinary skill in the art. This this case is inapposite to the present article of 
manufacture claims. 
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V. Conclusion. 

All of the present claims are deemed patentable over the individual references 



and the combined teachings of the applied references, as well. Reversal of the rejections of 
claims 1-4, 17-20, 232, and 33 is requested. Allowance of all claims and early passage of the 
application to issue is solicited. 



OLSON & HIERL, LTD 
20 North Wacker Drive 
36th Floor 

Chicago, Illinois 60606 
(312) 580-1180 



Respectfully submitted, 



Dated / 3> 
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CLAIMS APPENDIX 

1 . A method for ameliorating tissue damage related to vascular leakage or 
edema comprising contacting said tissue with a vascular permeability modulating amount of a 
pharmaceutical composition comprising a human c-Src tyrosine kinase inhibitor. 

2. The method of claim 1 wherein said human c-Src tyrosine kinase inhibitor 
is a chemical inhibitor. 

3. The method of claim 2 wherein said chemical inhibitor is selected from 
the group consisting of pyrazolopyrimidine PP1, pyrazolopyrimidine PP2, PD1 73955, 
PD162531, Radicol R2146 and Geldanamycin. 

4. The method of claim 3 wherein said inhibitor is pyrazolopyrimidine PP1 . 

17. An article of manufacture comprising packaging material and a 
pharmaceutical composition contained within said packaging material, wherein said 
pharmaceutical composition is capable of modulating vascular permeability increase in a 
tissue suffering from a disease condition, wherein said packaging material comprises a label 
which indicates that said pharmaceutical composition can be used for treatment of vascular 
leakage or edema associated disease conditions, and wherein said pharmaceutical composition 
comprises a human c-Src tyrosine kinase inhibitor and a pharmaceutical ly acceptable carrier 
therefor. 

1 8. An article of manufacture of claim 17 wherein said human c-Src tyrosine 
kinase inhibitor is a chemical inhibitor. 



19. An article of manufacture of claim 18 wherein said human c-Src tyrosine 
kinase inhibitor is selected from the group consisting of pyrazolopyrimidine PP1, 
pyrazolopyrimidine PP2, PD173955, PD162531, Radicol R2146 and Geldanamycin. 
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20. An article of manufacture of claim 18 wherein said human c-Src tyrosine 
kinase inhibitor is pyrazolopyrimidine PP1. 

32. An article of manufacture of claim 1 8 wherein said human c-Src tyrosine 
kinase inhibitor is pyrazolopyrimidine PP2. 



33. The method of claim 3 wherein said human c-Src tyrosine kinase inhibitor 
is pyrazolopyrimidine PP2. 
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EVIDENCE APPENDIX A 



THOMAS ETAL. 
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Figurt 7 Combinatorial signal transduction. 
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